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Stabilised pharmaceutical compsns. of human B cell differentiation 
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natural human BCDF contg. the N- terminal Ala was employed. 50 micro- 1 
of 2 0% human serum albumin liq. (contg. Na 3.3mg/ml, CI 3 . lmg/ml , Na 
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albumin) was placed in a 15 x 33mm sterilised glass vial and lypholised 
at 30m toll and 10 deg.C. for 20 hrs . . The lypholisate retained 100 
15% activity after storage for 7 months at under 20 deg.C. . (7pp 
Dwg . No . 0 / 0 ) 

Title Terms: STABILISED; COMPOSITION; HUMAN; CELL; DIFFERENTIAL; FACTOR; 

CONTAIN; SERUM; DERIVATIVE; PROTEIN; ALBUMIN; ALPHA; MACRO; GLOBULIN; 

SOLUBLE; STABILISED; AGENT 
Derwent Class: B04; C03; D16 

International Patent Class (Additional): A61K-037/02; A61K-047/42 
File Segment: CPI 



© B # m & fit If (J P) ® # I* iii H , 

©&§l4#flF&3g (A) ¥3-27320 

©Int. Cl.' ttaiC^ Jft*JSSS# ¥fiic3^(1991)2^5 

A 61 K 37/02 8615-4C 
47/42 J 7624-4 C 

121* *Bf$ &#B®tt 10 (^7l) 



@& SB ¥1-163088 

@tH M 71(1989) 6 ^ 26B 





HJ # 


m 


* & = 


*BWf*ffl*Mi4»» 3 - 5 - l 




©IS. 


# 






*BMFSE*nti*«*.&l9 




<m 


9! # 


ft 


lii ^ e 1 


WiSJilMUlltWiJIWEMWcBr 1 - 1 




©m 


<53 # 






»*JI|»JI|*WT;i|i<FB»*W 1 - 1 






§5 A 


* 


CD X * st ^ tfc 


1T1 5 #8* 




<Q>£f4 


SI A 




2!= & = 


^EffiFSBttrUtS 1 3-5-1 





W HI 8 
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2. t r BCDP;&<T82©7 5 / ®g£?fl ( I ) 

7 $ J fltCW fl) ; 

Pro Val Pro Pro Cly Glu Aap Ser Lys Asp Val 

Ala Ala Pro 81s Arg Gin Pro Leu Thr Scr Ser 

Giu Arg lie Asp Lys Gin lie Arg Thr lie Leu 

Asp Gly lie Ser Ala Lea Arg Lys Glu Thr Cys 

Asn Lys Ser Asn Net Cys Glu Ser Ser Lys Glu 

Ala Leu Ala Glu Asn Aan Leu Asn Leu Pro Lys 

Het Ala Glu Lys Asp Gly Cys Phe Glo Ser Gly 

Phe Asn Glu Glu Thr Cys Leu Val Lys lie tie 

Thr Gly Leu Lea Glu Phe Glu Val Tyr Leu Glu 

Tyr Leu Gin Asn Arg Phe Glu Ser Ser Glu Glu 



Gin Ala Arg Ala Val Gin Net Ser Thr Lys Val 

Leu fie Glo Phe Leu Gin Lys Lys Ala Lys Asn 

Leu Asp Ala lie Thr Thr Pro Asp Pro Thr Thr 

Asn Ala Ser Leu Leu Thr Lys Leu Gin Ala Gin 

Asa Gin Trp Lou Gin Asp Het Thr Thr His Leu 

lie Leu Arg Ser Phe Lys Glu Phe Leu Gin Ser 

Ser Leu Arg Ala Leu Arg Gin Het 

3. t rBCDP*<Tg2®7 5 J (HK?( ( U ) £ *f 

t * ft «M*3 (1)123! 
7 5 j mew g m s 

Ala Pro Val Pro Pro Gly Glu Asp Ser Lys Asp 

Val Ala Ala Pro His Arg Gin Pro Leu Thr Ser 

Ser Glu Arg lie Asp Lys Gin lie Arg Tyr lie 

Leu Asp Gly lie Ser Ala Leu Arg Lys Glu Thr 

Cys Asn Lys Ser Asn Het Cys Glu Ser Ser Lys 

Glu Ala Leu Ala Glu Asn Asn Leu Asn Lea Pro 

Lys Het Ala Glu Lys Asp Gly Cys Phe Gin Ser 

Gly Phe Asn Glu Gin Thr Cys Leu Val Lys lie 

lie Thr Cys Leu Leu Glu Phe Gle Val Tyr Leu 

Glu Tyr Leu Cln Asn Arg Phe Glu Ser Ser Glu 
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Glu Gin Ala Arc Ala Val Gin Hot Ser Tbr Lys 

Val Leu Me Gin Phe Lea Gin Lys Lys Ala Lys 

Aso Leu Asp Ala lie Thr Tbr Pro Asp Pro Tbr 

Tbr Asn Ala Ser Leu Leu Thr Lys Leu Glo Ala 

Gin Asn Glo Trp Leu Gin Asp Het Thr Tbr His 

Leu lie Leu Krg Ser Phe Lys Glu Phe Leu Gin 

Ser Ser Leu Arg Ala Leu Arg Gin Ret 

4. t r 8CDP*<l8tt$**&t'4>0T&«lffX 

nfc.t rBCDP0fc£g^ttc#&fcO££A,Tjfcft 
7. nt#»xttWttttia»o^-rnfrTfe«io 

3R*(l)Xtt:<6)e«©H*ft. 

c i*»Ski-r *«B*i|(OEaoil«*. 
9. Mft*iaBilT7*yiyt)|i»* 
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10. lUli&a&IrG©*!: LT art - ^ ^ o ^ d r 
'i y SJH^ft C £ ft$8;£JgC8)JS&&tD 

A,TffcftE&II/S«9u:H*-ft. 

t r&tf-7 $ * C&t'TJft&Bttn€Kffcj£& 
JBB^»fls* -friHT *B«B*ftH? (BCDP) 

fit rBCDPtc-p^T. 

-tODNA EM. R^7U BflEM^ftE (ttMB 
63-42688 , 63-56291 ) jfcBSQC.fcftfc r 
BCDPO^MtC^* LTi» ft (#63^63-157996 ) . 

ftfi.tt«fctt*9 <*B8¥t-63524 ) * 



&*£©*f$a>«$&fcl<!:«ft^ (#HEB63-310578 ) . 
7^y!U«ltai«t««9 (ttHa63-183083). 
&0tb/hfiK4>ftttKM&«ft9 (ft®¥l-6954) 

UTHft. 

**** *»jh nr^*^. 

S^t rBCDF£BSP-2 feftt'tt<r y^-D-f * 
v 6 (IL-6) <fc t>8»li* *iT^ft*<. 

( Nature . 324 . 73(1986) . BHBO. J. . 1219 
(1987)) z Z T ttfcfc J: *) OBCDPfc ft£ft£Jf}n 
5. l/cCCTffll^t h BCOP li *f y^-7*o 

lift (3-D 7 /<ttH&BHMaL 
0220574 ) t ttgtt 5. 



(■Htwafet'ftfcttcD^a) 

t rBCDPOE&IS/fc&T&ft. 

*89*C<*ft t rBCDPtiflxtf ttffllB63-42688. 
63-56291&tf #186362-289007 ^£fBC;n;*4xft 
<fc * TE©7 $ / KEM ( I ) Xtt ( D ) £ 

*rr ft. 

7 $ / HEM ( I ) : 

Pro Val Pro Pro Gly Glu Aap Ser Lys Asp Vol 

Ala Ala Pro His Arg Gin Pro Leu Thr Ser Ser 

Glu Are He Asp Lys Gin lie Arg Thr lie Leu 

Asp Gly lie Ser Ala Leu Arg Lys Glu Thr Cys 

Asn Lys Ser Asn Met Cys Glu Ser Ser Lys Glu 

Ala Leu Ala Glu Asn Asn Leu Asn Leu Pro Lys 

Het Ala Glu Lys Asp Gly Cys Pbe Gin Ser Gly 
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Pbe Asn Clu Glo Thr Cys Lea Val Lys Me tie 

Tbr Gly Lea Leu Glu Phe Gla Val Tyr Leo Glu 

Tyr Leo Gin Asn Arg Phe Glo Ser Ser Glu Glu 

Gin Ala Are Ala Val Gin Ret Ser Tbr Lys Val 

Leu He Gin Phe Leu Gin Lys Lys Ala Lys Asn 

Leu Asp Ala He Thr Thr Pro Asp Pro Tbr Thr 

Asn Ala Ser Leu Leu Thr Lys Leu Gin Ala Gin 

Asn Cln Trp Leu Cln Asp Met Thr Thr His Leu 

lie Leu Arg Ser Pbe Lys Glu Phe Leu Gin Ser 
Ser Leu Arg Ala Leu Arg Gin Net 

7 $ / Hen ( n ) : 

Ala Pro Val Pro Pro Gly Glu Asp Ser Lys Asp 

Val Ala. Ala Pro His Arg Gin Pro Leu Thr Ser 

Ser Glu Arg He Asp Lys Gin lie Arg Tyr He 

Leu Asp Gly He Ser Ala Leu Arg Lys Glu Thr 

Cys Asn Lys Ser Asn Ret Cys Glu Ser Ser Lys 

Glu Ala Leu Ala Glu Asn Asn Leu Asn Leu Pro 

Lys Het Ala Glu Lys Asp Gly Cys Phe Gin Ser 

Gly Phe Asn Glo Gin Thr Cys Leu Val Lys He 

t rBCDPS&*W-f *IB*)*&B<Z>fc rBCDFtL 

BCDPXtt t Mla-BCDF£ffilr** <Di><&l*. 
£{$*b rBCDPO^Ett 2 S E *0. 0001 

-100 tf* U < ttO.l -i.O SB^tfc 

r&**ttC#ffl* t rBCDPO&^aiiO.QOl U g 
/kg- 1000 g / kg. »$L,<tt0.0l^g/kg- 
500 u g /kgcfc *) *f £ U < £0. I * g /kg-250 
</ g -^kgTfc 5 L *>±§2CPR££*l* 

lb $ £ T U^ft y^i^ttt rBCDP&#CD*r 
0*0, IL-3s IL-K IL-4. IL-5. 

G-CSP . GH-CSPs H-CSP s EPO RtfMeg-CSP £ 1 

h bcdp £ loot ofcJa^c-en-eno.oooi- 
2ooooosa%&Jtra-r*ttf j; ^. 
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He Tbr Cys Leu Lea Glu Phe Gle Val Tyr Leu 
Glu Tyr Leo Cln Asn Arg Phe Glu Ser Ser Glu 
Glu Glo Ala Arg Ala Val Gin Het Ser Thr Lys 
Val Leu He Gin Pbe Leo Gin Lys Lys Ala Lys 
Asn Leu Asp Ala lie Thr Thr Pro Asp Pro Thr 
Thr Asn Ala Ser Leu Leu Thr Lys Leu Cln Ala 
Cln Asn Cln Trp Leu Gin Asp Het Tbr Thr His 
Leu lie Leu Arg Ser Phe Lys Glu Phe Leu Gin 
Ser Ser Leo Arg Ala Leu Arg Gin Met 
7 X JWL&W (I) ttX«St MCDP 7 
5 / m&?i ( 0 ) tt^&a* rBCDP©N£S3C 
Ala t< 1 Off jtoStlfc* MrfF (KTt h 
Ala-BCDPi&r ) T$>*. L^Uv * * H T ffl ^ 
* t r BCOPtt^r L <>±g£7 5 J KEft ( I ) X 

BP'S* rBCDF©N*»aCr'/XU:C* 

BC0F(D|0ii4 > © 1 @U( tt&8$t<3<Z>7 $ S f&W 
<fc07W&CS2ia*ftfcfftii£Wr*t>©*>. 



Natl. Acad. Scl. USA, fl£ , 5490 (1985) C cfc *) 

&s* Mat*: *>©-c**ibb* ©a. *inaB 

S^«WSSL^t rBCDP£fflt*T <><fc^. 

4. £ fc?#®HS62-26363l &Cf ttlH ©63-53828K 
^liTajftTUlt rBC0P|ft#£fll*a$5 t> T 

61- 115024 s #B3BT363-42688. Iffl 1863-56291 4f 
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&B8E63-157996 

83®3*lrt: t H 8CDP£<fftgB 0 7 5 

t MCDP*0 t KBCDP£7*f 

t f-BCDF£fcti7*f /Mfct MCDP 

&ttflXti$£M^©*?g&* + ';7-i§i64iK 

b hBCDP*maXttIL-3^CD|itl^iJfi^^*TT8 
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a * h u $ a . tj y & * v * ^ r »j * h y 

OA* 7tf^MjrF7rytMin^©S 

OTtt. JM * v»BStt« [ (*?f/u 

7*y*:>*i;x r * =>x y -;Wfc£fe C MS 

% Triton »305 . Triton*405 „ 

Hopeg 4000 (HS) . & ) % # 'J * + >l f u y v /!/ 



t"* yIBftf$X X -r /I/ (ffi^STween 20. Tween 
80. Dvrta* 80 3$) 3? ] % & <i it V S-J)L ® f£ ft ffl 

7 o e;i/-b ;u n - # t: ^ ;u 7 a — n*. * 

H'i/i/fQij rv») . 7 $ j m (F'jrfy 

& (f * ^ >j 3 -;u&* h 'J a n h 
U n$) . g&{t&*ih#I (or - ha 7*0-*. 
*/ 7 * )U t K n 4 h tv x x % L-rxa^fy 

8* r $ A**) $sjpi 7 5 y ft® 

BCDP^ 1 0 0<hLfct§£K-etl'5 f ;h.0.0001-- 

ioooooo st^A^fj n^<, ^tccosfuccua 



T t>&^, 3 7 rPiT*<S* U < s <fc 

KT*E3gffl/£2jtfi© t hBCOFtt^^ < i (> 6 * 

*E£ta/fc!fett. *t^ffl^®7k. ft^ffl^SA 

rta^. ftTttw-cfflur tan. tfe<a«wtt 

0.03-0. 13 x y K h * > (EU) /eg t h 

*(Diy K F*-> y ®£{fc0.25eU/m Z Jktf W 
x y k h * *> ygHrtTSSiBSE* y h , a-{ 
7-*>XxAO (£flssi3B8) $fflt^H=C 
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fcfc. BCDPigftttW* tfftB3!S63-42688C;KL 

ifcWTffl^fc t FBC0Pttffti£©7 5 y HS?V 

^^aot hBCDPONfcJSCAla # 1 fep|$ 

T ttft 59 0363 -157996 <I£?B£ $ tit: l>. 

$ T s C d> t h BCDfII'A ( 2 0 0 mA£ * 
PBS $!ft* ifc«fc2. 5 U/n 8 ) 200**C20 
%t HfcWTA'^SViB ( * h 'M^3. 3og/o£, 
£8 3. 1 q*/o£ . •* r V h U 2*2.659 

4.2925og/o£ #*f) 5 0// £*SJ|1U ^S6@ 
*CT£& 4 a£ £ 5 V #7 tt0.22tf m 7 a 
/u^-KTSslfclFiBLfco *»*2.0 0ir£ (t 
h8CDP2*/ff. t MkffiT 5 V 5 0 0 *f g # 
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1 5x33ca) CAftv - 80 TC CTi6$£&. 

3 oo totu i o t 2 o BtnA2B>tsi& 

t hBCDP?£i4£aa63-42688©£fcKt£C*iB 

Hlfci:^, vStett l o o±OK«»3tiT^ 

fc. £ - 2 0 t . 4 t . 2 0T&tf3 7tT& 

Zm&lstttZh. 3 7 TC&ffTtt 5 6 ± 4 % 
( I *Mtk) s 4 Q%±$% (1 * Rlk) C«tt 
tt«TLfc*<* 2 0 tFiTTtt 100115%® 
8tt*«»LTHfc. ZfttiL&CDZ * T- 8 0 X. 
-2 0tR^4tTiX^Lf;i n l, at6*^at<) 

CSb JR) 
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Leu Me Gin Phe Leu Gin Lys Lys Ala Lys Asn 

Leu Asp Ala Me Thr Thr Pro Asp Pro Thr Thr 

Asn Ala Ser Leu Leu Thr Lys Leu Gin Ala Gin 

Asn Gin Trp Leu Gin Asp Het Thr Thr Bis Leo 

Me Leu Arg Ser Phe Lys Glu Phe Leu Gin Ser 

Ser Leu Arg Ala Leu Arg Gin Het 
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